Background
groups. The incidence of hospitalization due to stroke (with ICD9 codes for stroke as main diagnosis at discharge) was higher among those with than those without diabetes in all the years studied. T2DM was positively associated with ischemic stroke with an adjusted incidence rate ratio (IRR) of 2.27 (95% CI 2.24-2.29) for men and 2.15 (95%CI 2.13-2.17) for women. Over the 10 year period LOHS decreased significantly in men and women with and without diabetes. Readmission rate remained stable in diabetic and non diabetic men (around 5%) while slightly increased in women with and without diabetes. We observed a significant increase in the use of fibrinolysis from 2002-2013. IHM was positively associated with older age in all groups, with Charlson Comorbidity Index > 3 and atrial fibrillation as risk factors. The IHM did not change significantly over time among T2DM men and women ranging from 9.25% to 10.56% and from 13.21% to 14.86%, respectively; neither did among non-diabetic women. However, in men without T2DM IHM decreased significantly over time. Diabetes was associated to higher IHM only in women (OR 1.07; 95% CI, 1.05-1.11).
Conclusions
Our national data show that incidence rate of ischemic stroke hospitalization increased significantly during the period of study (2003) (2004) (2005) (2006) (2007) (2008) (2009) (2010) (2011) (2012) . People with T2DM have more than double the risk of ischemic stroke after adjusting for other risk factors. Women with T2DM had poorer outcomes-IHM and readmission rates-than diabetic men. Diabetes was an independent factor for IHM only in women.
Background
Strokes or cerebrovascular accidents (CVA) represent one of the most important public health problems particularly in industrialized countries [1] . Stroke is the second leading cause of death worldwide and non fatal stroke is the second leading cause of long-term disability in high-income countries [2] . Ischemic strokes represent around 80-87 percent of all CVA [3] .
Type 2 Diabetes (T2DM) and ischemic stroke often come up together. Diabetes causes atherosclerotic changes in the heart and the cerebropetal arteries and is associated with different subtypes of ischemic stroke, including lacunar, large artery occlusive and thromboembolic strokes [4] . T2DM is a significant risk factor for stroke conferring two to three times increase in relative risk [5, 6] and it is also associated to an increased risk of mortality [7] . Its independent effect on incidence of ischemic stroke is well stablished [8] .
In Spain, CVA are the second leading cause of mortality in general population, and the first in women [9] , specially affecting the elderly [10] . Stroke incidence has been evaluated in several studies in our country with a great variability between them [11] and most of studies included both, ischemic and hemorrhagic subtypes. Incidence rates fluctuate between 120 and 350 cases per 100.000 people/year [12, 13] . The IBERICTUS study that included transient ischemic attack, ischemic and hemorrhagic stroke estimates 187 new cases per 100.000 people, 150 of them were ischemic ones, with the greatest impact in over 85 years old group [14] . The prevalence of diabetes is constantly increasing and elderly people account for nearly 40% of the diabetic population [15] . Moreover, nearly 20% of diabetic people die from CVA [16] . For the reasons above, it can be expected that stroke will continue to be a health concern.
However, despite T2DM has become an increasingly common disease, a recent review showed a 42% decrease in stroke incidence rates in high-income countries over the past four and analysis, decision to publish or preparation of the manuscript.
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Abbreviations
The aim of this study was to compare trends in the incidence rates and outcomes of ischemic stroke among hospitalized men and women with and without type 2 diabetes between 2003 and 2012 in Spain using national hospital discharge data. In particular, we analyzed trends in the use of diagnostic and therapeutic procedures such as fibrinolysis, patient comorbidities, and in-hospital outcomes-length of hospital stay (LOHS), readmissions rates and inhospital mortality (IHM).
We analyzed the presence of hypertension (ICD-9-CM codes: 401, 401.0, 401.1, 401.9) and atrial fibrillation (ICD-9-CM code: 427.31) in any diagnosis position during ischemic stroke hospitalization. Information on current smoking was also identified using ICD-9-CM codes: 305.1 and V1582.
We specifically identified the following diagnostic and therapeutic procedures: magnetic resonance (ICD-9-CM code: 88.91), computed tomography angiography (CAT) (ICD-9-CM code: 87.03), doppler echocardiography (ICD-9-CM code: 88.71), mechanical ventilation (ICD-9-CM codes: 96.7, 96.70, 96.71, 96.72), parenteral nutrition (ICD-9-CM codes: 99.15) and fibrinolysis (ICD-9-CM codes: 99.10).
Patient readmissions were defined as inpatient re-hospitalization within 30 days after discharge (30-day readmission) regardless of that new hospitalization was related to previous one or not. So that, case definition in this study included patients with ICD9 codes for stroke in the primary position, no matter they were readmissions or not.
The median LOHS and the proportion of patients that died during the hospital admission (IHM) were also estimated for each year studied.
Statistical analysis
A descriptive statistical analysis was performed for all continuous variables and categories by stratifying discharges for ischemic stroke according to diabetes status and sex. According to type and distribution of the variables, they were described using proportions, means with standard deviations or medians with interquartile ranges (LOHS). Bivariate analyses of the changes in variables according to year included Poisson regression (incidence by year of discharge), Pearson's chi-square (proportions), ANOVA (means) and Kruskal-Wallis test (medians). We fitted separate multivariate Poisson regression models for men and women with and without type 2 diabetes with age, CCI, hypertension, atrial fibrillation, smoking, diagnostic and therapeutic procedures, readmission and year of discharge as independent variables. So that estimates correspond to Incidence Rate Ratio (IRR) with their 95% confidence intervals. The inclusion of year of discharge allow us to estimate the average yearly rate of change.
A global model including the same variables and diabetes status was also conducted to assess the adjusted effect of diabetes in the incidence for each sex.
In-hospital mortality was analyzed fitting separate logistic regression models for men and women, with death during the hospitalization as a binary outcome using the same independent variables for those with and without diabetes and for the entire population to assess the influence of diabetes on IHM. Estimates were Odds Ratios with their 95% confidence intervals. Statistical analyses were performed using Stata version 10.1 (Stata, College Station, Texas, USA). Statistical significance was set at p<0.05 (2-tailed).
Ethics
Data confidentiality was maintained at all times in accordance with Spanish legislation. Patient identifiers were deleted before the database was provided to the authors in order to maintain patient anonymity. It is not possible to identify patients on individual levels, either in this article or in the database. Readmission variable is created by technical staff at the Ministry of Health using information from several variables (patient National Health System identification code, date of birth and sex). After that, database is anonymized prior to delivery for investigation purposes.
Given the anonymous and mandatory nature of the dataset, it was not necessary to obtain informed consent. The study protocol was approved by the ethics committee of the Universidad Rey Juan Carlos.
Results
We identified a total of 423 Smoking was also similar among men with type 2 diabetes (33.57%) than among non diabetic ones (35.47%). Hypertension was significantly more prevalent in diabetic men than in those without diabetes (63.17% and 49.4% respectively) but atrial fibrillation was more frequent (p<0.05) in non-diabetic men (21.54% and 17.56%, respectively).
The estimated incidence rate of discharges due to ischemic stroke in men with diabetes increases significantly from 492.26 cases per 100,000 diabetic men in 2003 to 588.91 cases in 2012. In men without diabetes, the incidence rate also increased significantly from 74.68 cases per 100,000 non-diabetic men in 2003 to 100.26 cases in 2012. Incidence rates of ischemic stroke were consistently higher among those with diabetes than those without diabetes in all the years studied.
At discharge, diabetic and non diabetic men hospitalized in 2012 are older, have more comorbidities and higher prevalence of smoking, hypertension and atrial fibrillation than patients hospitalized in 2003. Over the period study, 47.7% of all ischemic stroke discharges were women. Mean age for women with and without type 2 diabetes was 77.5 years. Women with type 2 diabetes had higher CCI values compared to those without diabetes (41.3% and 39.29% with two or more coexisting conditions, respectively).
Atrial fibrillation and smoking were more prevalent (34.28% and 5.53% vs. 30.14% and 2.82%) in women without diabetes. However hypertension was more prevalent in diabetic women (70.57% vs. 57.36%, p<0.05).
As can been seen in Table 2 , incidence rate of hospitalization among women with type 2 diabetes increases significantly from 422.85 cases per 100,000 diabetic women in 2003 to 504.67 cases in 2012. Incidence rates also increased from 62.38 cases per 100,000 in 2003 to 92.25 cases in 2012 (p<0.05) among non diabetic women. As happened with men, rates were consistently higher in diabetic group.
Like in men, mean age, comorbidity and prevalence of smoking, hypertension and atrial fibrillation have also raised along the study period in women with and without diabetes ( Table 2) .
If we compare diabetic men with diabetic women we find that men have higher crude estimated incidence than women in all years analyzed.
Men are significantly younger (71.57 vs 77.51 years), have higher CCI (CCI 2, 42.88% vs 38.29%) and smoke (33.57% vs 2.84%) in greater proportion than women along the study period. On the other hand women show more atrial fibrillation (30.14% vs 17.56%) and hypertension (70.57%vs 63.17%) than men. Tables 3 and 4 show the diagnostic and therapeutic procedures and in-hospital outcomes for men and women with an ischemic stroke according to diabetes status over the period of study.
The IHM among men with type 2 diabetes did not change significantly over the period of study ranging from 10.56% to 9.25%. Crude estimates of IHM were higher among those without diabetes, but significantly decreased along the period of analysis (11.26% in 2003 to 9.78% in 2012) ( Table 3) . (9) 8 (8) 8 (8) 8 (8) 8 (8) 8 (8) 8 (8) 7 (7) 7 (8) 7 (7) 8 (8 (9) 8 (9) 8 (8) 8 (8) 8 (8) 8 (8) 8 (8) 8 (7) 7 (8) 7 (7) 8 (8 (10) 9 (9) 8 (9) 8 (9) 8 (8) 8 (9) 8 (8) 8 (9) 7 (8) 7 (8) 8 (8 (10) 9 (10) 9(9.5) 9(9) 9 (9) 8 (9) 8 (9) 8 (8) 8 (9) 7 (8) 8 (9) Readmission, n (%)* 287(6.04) 296 (6.17) The mean LOHS fell significantly from 9 days in 2003 to 7 days in 2012 in diabetic men and in those without diabetes from 8 days in 2003 to 7 days in 2012 (p<0.05). Readmission remained stable over time for men (both groups) with figures around 5% in all the years studied.
As can been seen in Table 3 , a significant increase in the use of fibrinolysis was found raising from 0.27% in 2003 to 4.9% in 2012 was among diabetic men and from 0.53% to 8.1% among those without the disease.
Of the diagnostic procedures analyzed the most commonly used was CAT followed by Doppler echocardiography and magnetic resonance. The use of all diagnostic procedures have increased in the last ten years in diabetic and non-diabetic men with similar figures for both groups.
The IHM among women with an ischemic stroke did not change significantly for those with and without type 2 diabetes, as can we see in Table 4 , with similar crude figures for both groups of around 13-14%. Over the 10-year study period, LOHS in women with and without diabetes decreased significantly from 9 days (IQR, 10 days) in 2003 to 7 days (IQR, 8 days) in 2012. We found an slightly but significant increase in the frequency of readmission for women over the period of study (6.04% in 2003 to 6.93% in 2012 in women with type 2 diabetes and 4.79% in 2003 to 5.35% in 2012 in women without diabetes).
As observed for men a significant increase in the use of fibrinolysis from 0.19% to 4.49% in diabetic women and from 0.43% to 7.49% in non-diabetic women with an ischemic stroke was found along the study period. The most commonly used diagnostic procedure was CAT for both groups of women. However it was used in a higher proportion among those with than without diabetes in all the years studied. The use of the three diagnostic procedures analyzed has increased in diabetic and non-diabetic women over time.
When we compared hospitalization outcomes by gender, we found that crude IHM estimates were always higher in woman than men in diabetic group as well as non diabetic group, and for every year considered. Readmission rates were also higher among women in the total study population and for all the years analyzed. The use of CAT was similar for both sexes but magnetic resonance (31.29% vs 20.76%) and Doppler echocardiography (35.71% vs. 27.22%) were used in a significantly higher proportion of diabetic men than diabetic women.
The Poisson regression models conducted to assess the adjusted time trend in the incidence rate of ischemic stroke hospitalization from 2003 to 2012 in Spain, yielded an adjusted incidence rate ratio (IRR) for men with type 2 diabetes of 1.02 (95%CI 1.01-1.03). This result shows that after adjusting for possible confounders the incidence has increases, on average, 2% per year.
The IRR for diabetic women was also 1.02 (95%CI 1.01-1.03) so the average increase per year was identical for both sexes. We also found this positive time trend among men and women without diabetes (IRR 1.03 95% CI 1.02-1.04 for both sexes).
We merged data subsets of men with and without diabetes, to assess the effect of the disease in the incidence of ischemic stroke hospitalizations, we found an IRR of 2.27 (95%CI 2.24-2.29). The corresponding figure for women was 2.15 (95%CI 2.13-2.17). This means that after adjusting for possible confounders the incidence among diabetic men and women were 2.27 and 2.15 times higher than among non diabetic men and women respectively (IR for interaction term sex by diabetes 1.044[1.031-1.058] (p<0.001). Table 5 summarize the results of multivariate logistic regression analysis for factors associated with IHM among men and women with and without diabetes hospitalized for an ischemic stroke. Figures are Odds Ratio with 95% confidence interval.
Among men and women with diabetes, IHM was significantly greater in older subjects (OR 8.35; 95%CI 4.88-14.26 and OR 5.75;95%CI 3.04-10.88 in 84 aged group compared with reference category 15-44 years, respectively), in those with more comorbidities (OR 2.73; 95%CI, 2.38-3.14 and OR 2.24; 95%CI, 1.89-2.65 for those with 3 comorbidities, respectively) and in those with atrial fibrillation (OR 1.73; 95%CI, 1.63-1.83 and OR 1.67;95%CI 1.59-1.75, respectively). Those diabetic men and women who received a fibrinolysis procedure had higher probability of dying (1.65-fold and 1.16-fold, respectively) during their stay than those who did not undergo this procedure.
Over the entire period of time and after adjusting the model for the rest of the variables, those diabetic men and women who had a readmission also had higher probability of dying (1.82 times and 1.79 times) during their stay than those men and women without readmission for ischemic stroke. Time trend analysis showed a significant decrease in IHM from 2003 to 2012 in diabetic men and women (OR 0.96 95% CI 0.95-0.97 and OR 0.98; 95%CI 0.96-0.99). As can be seen in Table 5 , same variables were associated to IHM among those men and women without diabetes. When we analyzed the entire database, women with type 2 diabetes had significantly higher mortality than women without diabetes after adjusting for all covariates (OR, 1.07; 95%CI, 1.05-1.11) and no difference was found for men.
Discussion
In this observational, retrospective, national-based study of more than 400,000 events, we have found that the incidence of discharge due to ischemic stroke in Spain from 2003 to 2012 has increased in all groups. After adjusting for possible confounders, the incidence has increased at a mean of 2% per year in diabetic and 3% in non diabetic patients. Our results contrast with the decline on the incidence described in the last few decades in our country [24] and other international series [25, 26] attributed to the measures adopted to control risk factors. Similarly, in Greece, Vasiliadis et al reports a decline of almost 20% despite the projection on stroke incidence as a result of economic crisis [27] . It is worth noting that the mentioned Greek study finished in 2002 and the impact of economic crisis could be more important in recent years. Stroke mortality has been gradually declining in Spain. From 1990 to 2006 stroke mortality decrease 2% per year on average [28] . Cayuela et al. [29] showed decreases even larger (-6.3% for women and -7.2% for men) on mortality rates for the period 2005-2011. Lower mortality rates (higher survival rates) would make compatible an increase in the incidence of hospitalization (first and subsequent events) due to stroke with the aforementioned decrease on stroke incidence.
As expected we found that incidence rate of hospitalization due to ischemic stroke were higher among those with than those without diabetes in all the years studied [30] . Diabetes is often associated with a number of diseases and medical conditions such as hypertension, obesity, dyslipidemia, hyperglycemia and inflammation that accelerate and aggravate the atherosclerotic process and thus favor the onset of stroke [31] . After adjusting for potential confounders, the independent effect of diabetes on the incidence of ischemic stroke hospitalization remained significant for both sexes accordingly with literature [5, 32] .
People admitted to hospital due to ischemic stroke were progressively older. This was expected because age is one of the risk factors more strongly associated to stroke [10] . For both groups studied, risk factors associated to stroke such as hypertension, smoking and the prevalence of atrial fibrillation showed a significant increase along the study period. This is in concordance with previous studies which highlight that stroke patients are far from optimal control of cardiovascular risk factors in our country. According National Health Survey, overall smoking prevalence in general population have decreased in Spain along the period analyzed (2004) (2005) (2006) (2007) (2008) (2009) (2010) (2011) , but this decrease is mainly due to population under 45. For the same period, prevalence of smoking has increased in people over 55, so a higher prevalence of smoking was expected.
Similarly prevalence of hypertension in Spain has been traditionally higher than in neighboring countries [33] . and National Health Survey show an increase on the prevalence of selfdeclared hypertension for all age groups. Arboix et al also found an increase in the prevalence of HBP among first-stroke patients in the Stroke Registry of Barcelona [34] . Furthermore, ICTUSCARE study, that included 975 patients in secondary prevention, showed that only 17.6% of them achieved recommended values of blood pressure [35] Since diabetes is a risk factor for AF, we expected a higher prevalence in this group than among non diabetic ones. A plausible explanation to this unexpected finding is that diabetic patients suffer more frequently lacunar and atherothrombotic strokes due to atherosclerosis rather than cardioembolic ones associated to AF [36] As described in general population, we have found a higher incidence in men than in women in both diabetic and non-diabetic patients except for older than 85 years. Men have a higher age-specific stroke incidence rate of hospitalization except for women aged 35-44 years (probably related to pregnancy and the use of contraceptives) and those older than 85 years. Their relative longevity contributes to the higher risk of stroke in older women [37] .
In our study, men were younger, more often were smokers and had more comorbidities. There is a recognized group of younger patients, mostly men <65 years, which has cardiovascular risk factors undiagnosed or uncontrolled [38] . Efforts to identify risk factors and implement preventive and therapeutic measures in this subgroup are needed.
Sex differences in the association of T2DM with stroke has been reported in previous studies with conflicting results. The meta-analysis of Peters shows an excess risk of stroke significantly higher in women than in men independent of other major cardiovascular risk factors After adjustment, the relative risk of stroke associated with diabetes was 2.28 (95% CI 1.93-2.69) for women and 1.83 (1.60-2.08) for men, and the ratio of relative risks between women and men with diabetes was 1.27 (1.10-1.46) [39] . The findings of Shah et al in a cohort study of nearly 2 million people are not consistent with this previous report. They didn´t find gender differences in associations between T2DM and cardiovascular outcomes except for incident coronary heart disease [8] . In our study we noted weak evidence of a slightly stronger association of T2DM with ischemic stroke in men than in women, IRR of 2.27 for men (95%CI 2.24-2.29) vs 2.15 (95%CI 2.13-2.17) for women. Nevertheless, diabetic women had higher crude IHM and readmission rates than diabetic men consistently with previous evidence. Investigators of the UK Prospective Diabetes Study reported that women with diabetes had more than twice the risk of men with diabetes for stroke case fatality [40] . The poorer survival after stroke of women with diabetes compared with men was also noted in the MONICA study [7] . The mechanism involved could rely on gender differences in diabetes-related changes in the progression of atherosclerosis or in more novel risk factors (such as markers of coagulation and inflammation, lipid peroxidation, and endothelial function [41] [42] [43] Mansfield and colleagues reported that women had significantly higher factor VII and plasminogen activator inhibitor 1 activity than men [44] . Similarly, data from the British Regional Heart Study and the British Women's Heart Health Study showed a greater adverse effect of diabetes in women than in men on markers of coagulation, fibrinolysis, lipids, and blood pressure, which were mediated by greater changes in central adiposity and insulin resistance in women [45] . Further work is needed to clarify whether the excess risk of stroke conferred by diabetes differs between the sexes and the mechanism involved.
In-hospital mortality has remained stable over the study period among diabetic patients and non diabetic women whereas it has decreased in the group of non-diabetic men. Older patients, higher coexisting comorbidities and atrial fibrillation were the variable associated to IHM for all groups. Comorbidity has been associated with stroke mortality and poor outcomes in a previous study conducted in our country [46] . Age is also a well-known non modifiable risk factor for stroke mortality. Not surprisingly, we have found that mortality among diabetic patients was significantly higher in the very elderly (> 84 years). On the other hand, after adjusting for covariates (Age-groups, CCI, AF and fibrinolysis) diabetes slightly increase the risk of IHM among women (1.07[1.05-1.11]) but not among men (0.98[0.95-1.02]). Influence of diabetes has been previously described to be time dependent in men. In the first 30 days after incident stroke, mortality was lower in diabetic than in nondiabetic individuals [47] We also observed a reduction in LOHS in this period. However with this dataset we are not able to ascertain the reason for this minor reduction in the LOHS. Budget restrictions could influence this figure in the period 2008-2012 but a better clinical management of patients cannot be discarded either.
The management of patients admitted for ischemic stroke has included more often effective therapeutic procedures as fibrinolysis. Our study shows that there has been an enormous increase (over seven fold for every subgroup after stratifying by gender and diabetes) in the use of fibrinolysis from 2003 to 2012 accordingly with guidelines recommendations. Intravenous thrombolysis with recombinant tissue-type plasminogen activator (r-tPA), alteplase, improves survival free of dependency for 18 months after stroke, despite the risk of early symptomatic intracranial hemorrhage (sICH) [48] . Fibrinolysis increases the odds of ICH by 4-fold and large or symptomatic ICH that are not immediately fatal are associated with an increased risk of subsequent death or disability [49, 50] .
In our study those diabetic men and women who underwent fibrinolysis had higher probability of dying. This could be related to a higher risk of hemorrhage although it´s only a hypothesis because we lack this information due to the nature of our study. Higher severity increase the chance of fibrinolysis indication and at the same time is related to the risk of death. But other baseline features usually weighed up when considering endovascular treatment like 1) time since onset of ictus, 2) severity of neurologic deficit, 3) age 4) baseline functional status 5) information suggestive of stroke etiology and 6) vascular anatomy [51] can also play similar role.
Our analysis only include ischemic stroke. We also include age group as a covariate but we don't have information about either time since onset of ictus, severity, baseline functional status or anatomical localization. So we cannot evaluate the role of this variables on IHM. It has been suggested that diabetic people and patients with history of prior stroke could have an unacceptable high risk of hemorrhagic transformation [52] but there have been published conflicting results. Zhang et al recently published that diabetes is significantly associated to hemorrhagic transformation after thrombolysis [53] while Lindley et al report the outcomes by clinically important subgroups in the Third International Stroke Trial and they did not identify any subgroups for whom treatment should be avoided, including diabetic patients [54] . It´s worth mentioning that only 3035 of the originally planned 6000 patients were recruited, and the trial was underpowered for the primary outcome.
The strength of our investigation lies in its large sample size, its 10-year follow-up period and its standardized methodology, which has been with previously used to investigate diabetes and its complications in Spain and elsewhere [55] . Nevertheless, our study is subject to a series of limitations. Our data source was the MBDS. This database contains administrative discharge data for Spanish hospitalizations and uses information the physician included in the discharge report. As we described in the methods section, readmission variable ("New hospitalization within 30 days after discharge.") is created before database is anonymize prior to delivery for research purposes, so that we are not able to distinguish first from subsequent events. Furthermore if stroke hospitalization occur after 30 days, the event is indistinguishable from first event of any other patient. Anyway, previous studies with MBDS showed readmission only account for 7% of the stroke hospitalizations [56] , so that readmission will have a minor impact on our estimates.
We are not able to identify which of these patients died due to a hemorrhagic transformation after fibrinolysis or if they were under anticoagulation or antiplatelet therapy. Another significant limitation is the fact that we have not broken down our diabetic patients into groups based on therapy used to controlling blood glucose, and we were unable to state their glycosylated hemoglobin.
We are aware that considering other databases, such as mortality registries, beside discharge data would be advisable in order to detect patients with ischemic stroke dying outside hospital. Unfortunately in Spain this process is still unavailable for us.
In conclusion our national data show that incidence of ischemic stroke increased significantly during the period of study (2003) (2004) (2005) (2006) (2007) (2008) (2009) (2010) (2011) (2012) . People with T2DM have more than double the risk of ischemic stroke after adjusting for other risk factors. For diabetic and non diabetic patients the use of fibrinolysis has increased over time and it was associated with increased mortality in patients with T2DM. Women with T2DM had poorer outcomes-IHM and readmission rates-than diabetic men. Diabetes was an independent factor for IHM only in women.
